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L17 ANSWER 1 OF 5? CAPLUS COPYRIGHT 2005 ACS on STN 
ACCESSION NUMBER: 2000:572968 CAPLUS 

DOCUMENT NUMBER: 133:275535 

TITLE: Syntheses and structures of technetium (V) 

and rh«niua{v) oxo complexes of peptide 
having KYC-sequenee 

AUTHOR(S): Takayaraa. Tsutomu; Suzuki, Keisuke; Sekine. Tsutomu; 

Kudo. Hiroshi 

CORPORATE SOURCE: Department of Chemistry, Graduate School of Science, 

Tohoku University, Sendai. 980-B578, Japan 

SOURCE: Radiochiraica Acta (2000), 88(3-4), 247-251 

CODEN: RAACAP; ISSN: 0033-8230 

PUBLISHER: R. Oldenbourg Verlag 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Tc(V) and Re(V) oxo complexes of a peptide having a KYC-sequence such as 
KYCAR (H3L5) and KYCAREPPTRTNAYWGQG-NH2 (H3L18) were synthesized, and 
structures of the complexes were characterized by spectroscopic 
techniques. All of the complexes were synthesized by the ligand exchange 
reaction of {Bu4N] [M0C14) (M - 99Tc. Re) with peptide in Me OH or DMF 

solution 

These complexes have a square pyramidal structure with an oxo ligand at 
the apical position. The peptide is coordinated to a metal atom through 
Namine of lysine, Sthiol of cysteine, and Namide of tyrosine and cysteine 
in the equatorial plane. A lysine (CH2J4NH2 group of the LS ligand has 
the eyn conformation with respect to metal -oxo bonding in the complex. 
The Byn isomer was selectively formed in the ligand exchange reaction. 
The conversion of the eyn isomer to the anti isomer was observed only for 
syn- [ReO(L5) ) , in which the coordination of H20 to the trans position of 
the oxo ligand was involved. 

REFERENCE COUNT: ' 32 THERE ARE 32 CITED REFERENCES AVAILABLE FOR 

THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 
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ACCESSION NUMBER: 
DOCUMENT NUMBER : 
TITLE: 



-99m labeled 



PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



2000:464011 CAPLUS 
133 :10S344 

Preparation of t«chn«tlm 
peptides Cor imaging 

Dean, Richard T. ; Buttram, ScotC; Mcbride, William; 
Lister -James. John; Civitello. Edgar R. 
Diatide. Inc., USA 

U.S.. 23 pp., Cont.-in-part of U.S. Ser. No. 871.282. 
CO DEN : USXXAM 
Patent 
Eng 1 i ah 



KIND DATE 



US 6086849 
US 5965107 
WO 9321962 

AU, CA, 



20000711 
19991012 
19931111 



RW: AT. BE, CH, DE, DK, 



PRIORITY APPLN. INFO.: 



APPLICATION NO. 

US 1995-170299 
US 1992-871282 
WO 1993-US3687 

J. GR, IE. IT, LU, 
US 1992-871282 

WO 1993-US3687 

US 1992-851074 



19950209 
19920430 
19930419 

NL. PT, SE 
A2 19920430 



B2 19920313 



OTHER SOURCE(S): MARPAT 133:105344 

AB This invention relates to radiolabeled peptides and methods for producing 
such peptides. Thus, peptide BAT -RALVOTLKFVTQAEGA Kami de [BAT - 
KSCMe2CH2NHCH2CH2N(CH2CMe2SH)CH2CH2CH2CH2CO} {P215) vao prepared and 
radiolabeled with Tc-99m and used for localization and in vivo imaging of 
atherosclerotic plaque in the hypercholesterol rabbit model. 

REFERENCE COUNT: 57 THERE ARE 57 CITED REFERENCES AVAILABLE FOR 

THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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2000:454201 CAPLUS 
133:70819 

Thrombus imaging agents 
Dean. Richard T.; Lister^ 
Diatide, Inc.. USA 
U.S., 27 pp. 
CO DEN : USXXAM 
Patent 
English 



DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE : 
FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



KIND DATE 



US 6083481 
PRIORITY APPLN. INFO. 



APPLICATION NO. 



US 1998-141127 
US 1998-141127 



19980827 
19980827 



AB This invention relates to radiolabeled reagents that are scintigraphic 
imaging agents for imaging sites of thrombus formation in vivo, and 
methods for producing such reagents. Specifically, the invention relates 
to reagents each comprised of a specific binding compound, capable of 
binding to at least one component of a thrombus, covalently linked to a 
radiolabel -binding moiety. The invention provides these reagents, 

methods 

and kits for making such reagents, and methods for using such reagents 
labeled with ttchnetiua- 9 9m to image thrombus sites in a 
mammalian body. 

REFERENCE COUNT : 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 
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2000:307076 CAPLUS 
132:339324 

Compositions that specifically bind to colorectal 

cancer cells and methods of using the same 

waldman. Scott A. 

Thomas Jefferson University, USA 

U.S., 48 pp., Cont.-in-part of U.S. 5,518,888. 

CODEN: USXXAM 

Patent 

English 
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THERE ARE 28 CITED REFERENCES AVAILABLE FOR 



RECORD. ALL CITATIONS AVAILABLE IN THE RE 



PATENT NO. 






KIND DATE 


APPLICATION NO. 




DATE 
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6060037 
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20000509 
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1996-635930 




19960426 
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19960521 


US 


1993-141892 




19931026 


us 


S601990 
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19970211 


US 


1994-305056 




19940913 


WO 


9511694 






Al 


199S0504 


WO 


1994-US12232 




19941026 




W: AM, 
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AU, 


BB, 


BG, BR, BY, 


CA. CH, CN, CZ, DE, 


DK. EE, ES, PI, 
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19970128 


US 
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A 
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1998-46178 • 




19980323 


us 


6268159 
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20010731 


US 


1998-138237 




19980821 


us 
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Bl 


20020924 


US 


1999-304193 
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us 


2003068641 
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us 
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us 
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1994-305056 
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1994-US12232 
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us 


1995-468449 
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us 


1999-304193 


A3 


19990503 



AB Conjugated compds. which comprise an ST receptor binding moiety and a 
radiostable active moiety are disclosed. Pharmaceutical compns. 
comprising a conjugated compound which comprises an ST receptor binding 
moiety and a radiostable active moiety or an ST receptor binding moiety 
and a radioactive active moiety are disclosed. Methods of treating an 
individual suspected of suffering from metastasized colorectal cancer are 
disclosed. Methods of radioimaging metastasized colorectal cancer cells 
are disclosed. In vitro methods. kitB and reagents are disclosed for 
determining whether or not an individual has metastasized colorectal 

cancer 

cells, for determining whether tumor cells are colorectal in origin and 

for 

analyzing tissue samples from the colon tissue to evaluate the extent of 
metastasis of colorectal tumor cells. 
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TITLE: 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE ; 
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PATENT INFORMATION: 



2000:283942 CAPLUS 
132:308663 

Preparation of t«chn«tiu«-99m labeled 
peptides for thrombus imaging 

Mcbride, William; Dean, Richard T . ; Lister- james 
John; Civitello, Edward R. 
Diatide, inc., USA 

U.S., 22 pp.. Cont. -in-part of U.S. 5.645,815. 

CODEN: USXXAM 

Patent 

English 

44 



PATENT NO. KIND 

US 6056940 A 
W0 9423758 Al 

W: AU, CA, JP, US 

RW: AT, BE, CH, DE 
CA 2363780 C 
US 5645815 A 
US 5997845 A 
PRIORITY APPLN. INFO. : 



20000502 
19941027 



APPLICATION NO. 



US 1996-535170 
WO 1994-US3878 



DK, ES, FR ( GB, GR, IE, IT. LU, 
20030107 CA 1994-23637B0 
19970708 US 1995-439905 
19991207 US 1997-902367 
US 1993-44825 



19960111 
19940408 

MC. NL. PT. SE 
19940408 
19950512 
19970729 
Bl 19930408 



WO 1994-US387B 



19940408 



US 1995-439905 



A2 19950512 



US 1991-653012 



B2 19910203 



US 1992-886752 



Bl 19920521 



US 1992-893981 



A3 19920605 



CA 1994-2160120 A3 19940408 



US 1994-273274 



A2 19940711 



US 1995-462668 



Bl 19950605 



US 1995-469858 



19950606 



OTHER SOURCE ( S ) : MAR PAT 132:308663 

AB This invention relates to radiolabeled ecintigraphic imaging agents and 
methods and reagents for producing such agents. Specifically, the 
invention relates to specific binding compds., including peptides, that 
bind to a platelet receptor that is the platelet GPIIb/lIla receptor, 
methods and kits for making such compds., and methods for using such 
compds. labeled with t«chn«tiua- 99m via a covalently- 1 inked 
radiolabel-binding moiety to image thrombi in a mammalian body. Thus, 
N- {2- [bis (2-maleimidoethyl) amino] ethyl) -N6, N9-bis (2-methyl-2- 
triphenylmethylthiopropyl ) -6 , 9-diazanonanamide (BAT-BM) was prepared and 
reacted with thiol -peptides in the synthesis of technetium 
-99m-labeled peptides. 
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2000:144782 CAPLUS 
132:191387 

Apparatus and method for capturing particles with 
surface exposure of anionic phospholipids from 
biological fluids 
Ziv. Ilan; Shirvan, Anat 

NST Neurosurvival Technologies Ltd., Israel 

PCT Int. Appl . , 85 pp. 

CODEN: PIXXD2 

Patent 

English 
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charged anionic-phospholipid binding compd . serves for specifically 
binding the particles characterized by surface exposure of anionic 
phospholipids and thereby removing the particles from the biol . fluid, 

and 

particularly from blood or blood-derived products, for example in order 

to 

prep, the blood or blood -derived product for transfusion into a subject. 
Myristate-GGGKKKKKRFSFKKSFKLSGFSFKKNKKK(biotin) was prepd . on a peptide 
synthesizer and shown to bind to cells undergoing apoptosis. 
REFERENCE COUNT: 8 THERE ARE 8 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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AB Disclosed are an affinity filter and method of using same, effective in 

capturing and thereby removing particles characterized by surface 
exposure 

of anionic phospholipids present in a biol. fluid, particularly blood or 
blood-derived products. Examples of other biol. fluids include semen, 
cerebrospinal fluid, urine and mucous. The affinity filter includes a 
body formed with an inlet and an outlet, including a solid support and an 
anionic -phospholipid binding compound linked to the solid support. The 
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INVENTOR (S) : 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

US 6022857 
PRIORITY APPLN. INFO. : 



CAPLUS 



2000:95998 
132:148551 

Radiolabeled compounds Cor thrombus imaging 

Dean, Richard T. ; Li seer -James, John 

Diatide. Inc., USA 

U.S.. 16 pp. 

CO DEN : USXXAM 

Pa cent: 

English 



KIND DATE 



APPLICATION NO. 



US 1998-100537 
US 199B-100S37 
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19980619 



CAPLUS COPYRIGHT 2005 ACS on STN 
2000:64361 CAPLUS 
132:344882 

lBSRe- label ling of an endothelin derivative 
Noll, B . ; Dinkelborg. L. ; Hilger, H. 
Schering AG, Germany 

wissenechaf tlich-TechniBche Berichte - 
Forschungszentrura Rossendorf (1999). PZR-270, 188-189 
CODEN: WBFRFO; ISSN: 1437-322X 
Report 
German 

Ligand exchange reaction between 186Re(V) gluconate and the peptide 
Asp-Gly-Gly-Cys-Gly-Cys-Phe- (D-Trp) -Leu -Asp- lie- I le-Trp results in a 
product that contains 2 species separable by HPLC. The complexes are 
stable for over 24 h and useful for in vivo animal studies. 
REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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AB This invention relates to radiolabeled scintigraphic imaging agents, 
methods and reagents for producing such agent ■. Specifically, the 
invention relates to specific binding compds., including peptides, that 
bind to a platelet receptor that is the platelet GPllb/lIla receptor, 
methods and kits for making such compds.. and methods for using such 
compds. labeled with tachn«tiu»-99ra via a covalently- 1 inked 
radiolabel -binding moiety to image thrombi in a mammalian body. 
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Imaging of bacterial infections with 9 9mTc- labeled 
human neutrophil peptide- 1 
Welling, Hick M.; Nibbering, Peter H.; 
Paulusma-Annema, Akke; Hiemstra, Pieter S.; Pauwels, 
Ernest K. J. ; Calame, wiro 

Department of Radiology, Leiden University Medical 
Center, Leiden, 2300 RC, Neth. 

Journal of Nuclear Medicine (1999), 40(12). 2073-2080 
CODEN ^ JNMEAQ; ISSN: 0161-5505 
Society of Nuclear Medicine, Inc. 
Journal 
English 

This study was undertaken to evaluate whether 9 9mTc- labeled human 
neutrophil peptide (HNP)-l can be used as a tracer for rapid 
visualization 

of bacterial infections. Methods: Mice were injected i.m. with 1 million 
Staphylococcus aureus or Klebsiella pneumoniae organisms and 5 rain later 
were injected i.v. with 0.4 Mg (0.8 MBq) 99mTc-HNP-l. At various 
intervals, detailed information about clearance and accumulation of this 
tracer at sites of infection and in various organs was obtained by 
scintigraphy. 99mTc-labeled IgG (IgG) , an established marker of 
infection 

and inflammation, was used for comparison. Results: After injection into 
S. aureus- or K. pneumoniae- injected mice, 99mTc-HNP-l was rapidly 
removed 

from the circulation, mainly through the kidneys and bladder, with 
half -lives of 170 and 55 min, resp . Similar half -lives were observed for 
99mTc-IgG in these animals, visualization of foci with S. aureus or K. 
pneumoniae, as indicated by a ratio of 1.3 or higher between the targeted 
thigh muscle (containing bacteria) and the nontargeted (contralateral) 

thigh 

muscle (T/NT), was already achieved 5 min after injection of 99mTc-HNP-l. 
Similar T/NTs for 99mTc-IgG were obtained 4 h after injection of the 
tracer, indicating that imaging of foci of bacteria with 99mTc-HNP-l is 
much faster than with 99mTc-IgG. To obtain insight into factors that 
contribute to accumulation of 99mTc-HNP-l at sites of infection, the 
binding of this tracer to bacteria and leukocytes was assessed using a 
peritoneal infection model. Binding of 99mTc-HNP-l to bacteria was 
approx. 1000 times higher than binding to leukocytes. Although the 
number of 

bacteria in the peritoneum was 1000- fold lower than the number of 
leukocytes, 

a significant correlation between binding of 99mTc-HNP-l to bacteria on 
the one hand and accumulation of tracer on the other was still found, in 
contrast to 99raTc-IgG. Conclusion: 99mTc-HNP-l allows rapid 
visualization 

of bacterial infections. Binding of thiB tracer to bacteria most likely 
contributes significantly to the accumulation of 99<nTc-HNP-l at sites of 
infection. 
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Afl Thia invention relates to radiolabeled pepcideo and methods for producing 
such peptides. Specifically, the invention relates to peptides, methods 
and kits for making such peptides, and methods for using such peptides to 
image sites in a mammalian body labeled with t«chnatiua-99m 
(Tc-99m) via a radiolabel -binding moiety covalently attached to a 

specific 

binding peptide via an amino acid side-chain of the peptide. 
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AB This invention relates to radiolabeled peptides and methods for producing 
such peptides. Specifically, the invention relates to tachnatiua 
-99ro (Tc-99m) labeled leukocyte -binding peptides, methods and kits for 
making such peptides, and methods for using such peptides to image sites 
of infection and inflammation in a mammalian body. Thus, 

Ac - CAcmGCAcmGGG (VPGVG) 4 -amide (Acra - acetamidomethyl ) was prepared by the 
solid-phase method and its Tc-99m labeled complex used for scintigraphic 
imaging and biodistribution in rabbits which were inoculated i.m. with a 
potent strain of E. Coli. 
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peptides for imaging 
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AB This invention relates to radiolabeled peptides and methods for producing 
such peptides. Thus, peptide BAT -RALVDTLKFVTQAEGA Kami de (BAT - 
HSCMe2CH2NHCH2CH2N(CH2CMe2SH)CH2CH2CH2CH2CO] was prepared and 

radiolabeled 

with Tc-99m. Protected BAT was prepared from triphenylmethyl mercaptan, 
2-bromo-2-methylpropanal. ethylenediamine, and Et 5-broroovalerate . 
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AB A targeting immjnoreagent comprising a metal ion, a residue of a 

complexing agent and an imxnunoreactive group linked to said complexing 
agent having structure (I), wherein each R and Rl is independently 
selected from hydrogen, alkyl, alkoxy, hydroxyalkyl , alkoxyalkyl, 
hydroxyalkyloxy, alkoxyalkyloxy, alkylthio, alkylthioalkyl , 
alkyltnioalkyloxy, hydroxyalkyl thio, hydroxyalkylthioalkyl , 
hydroxyalkylthioalkyloxy, N, N- -dialkylamino. N- (hydroxyalkyl) -N- 
alkylamino. N, N- -bis (hydroyalkyl) amino, N,N-dialkylaminoalkyl , 
N-- (hydroxyalkyl) -N-alkylaminoalkyl, N-N-bis (hydroxyalkyloaminoalkyl) . 
alkyl formamido, formamidoalkyl , aryl, alkylaryl, alkoxyaryl, 
hydroxyalkylaryl , alkoxyalkyl aryl , hydroxyalkyloxyaryl , 
alkoxyalkyloxyaryl , alkylthioaryl, hydroxyalkyl thioa ryl , 
hydroxyalkylthioalkyleryl , hydroxyalkylthioalkyloxyaryl , aralkyl, 
aralkyloxy, alkoxyaralkyl , alkoxyaralkyloxy, aryloxy, alkylarylaxy, 
alkoxyaryloxy, and heterocyclyl ; each Q is independently selected from 
hydrogen, alkyl, hydroxyl, carboxyl, carboxyalkyl, hydroxyalkyl, 
alkylthioalkyl, sulfhydryl,' thioalkyl, alkoxy, alkylthio, alkylamino, 
aminoalkyl, aminoalkylaminoalkyl , hydroxy-alkylaminoalkyl , 
hydroxyl ami noa Iky 1 , hydroxamido, formamidoalkyl, alkyl formamido, aryl, 
including substituted aryl, aryloxy, heterocyclyl, carbonyl iminodiacetic 
acid, methyle eiminodiacet ic acid, methylenethioethylene- iminodiacetic 
acid, carboxyalkyl t h ioal kyl , a residue of ethylenediaminetetraascetic 

acid 
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(EDTA). a residue of diethylenetriaminepentaaceti . The immunoreagent 
comprises a ST receptor binding (targeting) moiety derived from e.g. 
Escherichia coli heat -labile enterotoxin. Since ST receptors occur 
naturally only in the intestine lumen and are found elsewhere in the body 
only as a result of metastasis of colon cancer, therefore, the disclosed 
immunoreagents are useful for diagnostic imaging and radiol . treatment of 
tumors. 
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In this paper the preclin. evaluation of the somatostatin analog RC160 

labeled with technetium- 99m using bifunctional chelators (BFCs) 

based on the hydrazinonicotinaraide (HYNIC) and N3S system is described 
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a comparison made with (Tyr3) -octreotide (TOC) . Conjugates of both 
peptides with HYNIC. and of RC160 with benzoyl -MAG3 and an N3S-adipate 
derivative were prepared and radiolabelling performed at high specific 
activities using tricine, tricine/nicotinic acid and 

ethylenediamine-N,N' - 

diacetic acid (EDDA) as co-ligands for HYNIC conjugates. All conjugates 
and 99mTc-labeled peptides showed preserved binding affinity for the 
somatostatin receptor (IC50, Kd<5 nM) . The biodistribution was markedly 
dependent on the BFC and co-ligand used, with the amidothiol ligands 
showing a greater degree of hepatobiliary clearance, the HYNIC/tricine 
complex higher blood levels and the HYNIC/ EDDA complex the highest level 
of renal excretion and lowest blood levels. All peptide conjugates 

showed 

receptor-mediated uptake in tumor xenografts, but tumor uptake was 
significantly lower for the 99mTc-RC160 derive, compared with 
99mTe-EDDA/HYNIC- [Tyr3) -octreotide (0 . 2%-3 . 5%ID/g vs 9.7%iD/g) and 
correlated well with the reduced internalization rate for RC160 derivs . 
Our results show that the selection of the labeling approach- as well as 
the right choice of the peptide structure are crucial for labeling 
peptides with 99mTc to achieve complexes with favorable biodistribution. 
Despite the relatively low tumor uptake compared with 99mTc -EDDA/HYNIC- 
lTyrS) -octreotide, 99mTc-RC160 could play a role in imaging tumors that 



do 



not bind octreotide derivs. 
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AB Radiolabeled reagents are provided that are scintigraphic imaging agents 
for imaging sites of thrombus formation in vivo, as are methods for 
producing such reagents. Specifically, the invention relates to reagents 
each comprised of a specific binding compound, capable of binding to at 
least one component of a thrombus, covalently linked to a 
radiolabel -binding moiety. The invention provides these reagents, 

methods 

and kits for making such reagents, and methods for using such reagents 
labeled with technetium- 99m to image thrombus sites in a 
mammalian body. 
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A direct labeling technique via EHDP for the preparation of 
l88Re- somatostatin 

analog peptide B- (2-naphthyl) -D-Ala-CyB-Tyr-D-Trp-Lys-Val-Cys-Thr- 
amide complex was developed. The influence of reaction conditions such 

as 

pH, temperature, weak ligand concentration and stannous chloride 

concentration were 

investigated. Methods of anal, were also established permitting 
identification of radiochem. impurities which may be present in the 
radiopharmaceutical solution Results showed that under the procedure 
reported herein 188Re-peptide complex can be prepared with a radiochem. 
purity Of 90% and a specific activity up to 1.8 GBq mg-l without 
radiolytic degradation of the product. 
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disclosed. Specifically, the invention relates to specific binding 
peptides, methods and kits for making such peptides, and methods for 

using 

such peptides labeled with tachnatiua- 99m via a 

radiolabel -binding moiety covalently linked to the peptide to image 

thrombus sites in a mammalian body. 
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vasculature of a tumor in a subject by administering to the subject a 
conjugate having a detectable moiety linked to a tumor homing mol . that 
exhibits specific binding to an NGR receptor and detecting the conjugate. 
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AB A method io disclosed for identifying a tumor homing mol. that I 

angiogenic vasculature by contacting a substantially purified NGR 
receptor 

with one or more mols. and determining specific binding of a mol. to the 



NGR 



receptor, where the presence of specific binding identifies the mol. as a 
tumor homing mol. that homes to angiogenic vasculature. The invention 
also provides a method of directing a moiety to angiogenic vasculature in 
a subject by administering to the subject a conjugate including a moiety 
linked to a tumor homing mol. that exhibits specific binding to an NGR 
receptor, whereby the moiety is directed to angiogenic vasculature. In 
addition, the invention provides a method of imaging the angiogenic 
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AB Conjugated compds. which comprise an ST receptor binding moiety and a 
radiostable active moiety are disclosed. Pharmaceutical compna . 
comprising a pharmaceutically acceptable carrier or diluent, and a 
conjugated compound which comprises an ST receptor-binding moiety and a 
radiostable active moiety or an ST receptor binding moiety and a 
radioactive active moiety are disclosed. Methods of treating an 
individual suspected of suffering from metastasized colorectal cancer 
comprising the steps of administering to said individual a pharmaceutical 
composition comprising a pharmaceutically acceptable carrier or diluent, 

and a 

therapeutically effective amount of a conjugated compound which 
comprises an 

ST (heat -stable toxin of E. coli etc.) receptor binding moiety and a 
radiostable active moiety or an ST receptor binding moiety and a 
radiostable active moiety are disclosed. Methods of radioimaging 
metastasized colorectal cancer cells comprising the steps of first 
administering to an individual suspected of having metastasized 
colorectal 

cancer cells, a pharmaceutical composition that comprises a 
pharmaceutically 

acceptable carrier or diluent, and conjugated compound that comprises an 

ST 

receptor-binding moiety and a radioactive active moiety wherein the 
conjugated compound is present in an amount effective for diagnostic use 

in 

humans suffering from colorectal cancer and then detecting the 
localization and accumulation of radioactivity in the individual's body 
are disclosed. 
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AB Radiolabeled peptides and methods for producing such peptides are 
provided. Specifically, the invention relates to specific-binding 
peptides, methods and kits for making such peptides, and methods for 

using 

such peptides labeled with t*cha«tiua-99m via a 

radiolabel -binding moiety covalently linked to the peptide to image 

thrombus sites in a mammalian body. 
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ved from peptide CSVTCG that exists naturally in the mol . 
domain of the endogenous protein, thrombospondin, were labeled with 
99mTc. 

Binding of the peptides to activated and resting platelets, and to 
forming 

and preformed clots was evaluated. Tissue distribution studies in 
rabbits 

indicated that for both agents the target organ was the kidney with renal 
excretion the primary route of elimination of radioactivity. De< 
thrombosis and pulmonary embolism were detectable by scintigraphy and 
image quality was similar for both agents. 
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with a compd. which adheres to the stent (e.g. a peptide or lipid). 
Alternatively, the stent way be coated electrochem. with Au and then with 
a SH group-contg. chelate of a radioactive metal, where the SH 
group-contg. complexing agent adheres to the Au coating. Thus, a wiktor 
Stent was immersed in 1 mL EtOH soln. of 1- [3 - IN- (2- 
methoxyethyDoctadecylsulf amoyl J -2-hydroxypropyl } -4,7, 10- 
tris(hydroxycarbonylmethyl) -1,4,7, 10-tetraazacyclododecsne. 2 mL H20 was 
added, and the stent was sonicated for IS min. removed, and dried. The 
coated stent was then immersed in 2 raL 0.9% NaCl soln., 37 MBq UlInC13 
was added, end the stent was sonicated for 15 min, rinsed in NaCl soln., 
and dried. The labeled stent had an activity of 1.4 9 MBq lllln. 
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AB Radiolabeled scintigraphic imaging agents, and methods and reagents for 

producing such agents, are provided. Specifically, the invention relates 
to specific binding compds . , including peptides, that bind to the 

platelet 

GPIIb/IIIa receptor, methods and kits for making such compds., and 
methods 

for using such compds. labeled with technetium- 99m via a 
covalently-linked radiolabel -binding moiety to image thrombi in a 
mammalian body. 
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AB The subject invention provides novel peptides and the use of these 

peptides in the treatment of various diseases and conditions. The novel 
peptides specifically bind to undetd. and determined targets in various 

organs 

and in lymphocytes. The subject invention also provides a method for the 
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identification of a peptide by applying peptide library methodol . ex vivo 
to perfused organs. 

REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 
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TITLE: 

AUTHOR (S) : 
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CORPORATE SOURCE: 
of 



CAPLUS COPYRIGHT 2005 ACS on STN 
199B: 320246 CAPLUS 
129:78567 

Structure-function correlation and biostability of 
antibody COR-derived peptides as tumor imaging agents 
Hussain, Rohanah; Court enay- Luck. Nigel S.; 

Giuliano 

National Chiroptical Laboratory (EPSRC) , Department 



SOURCE : 



PUBLISHER : 
DOCUMENT TYPE 
LANGUAGE 



Chemistry, BirkbecK College. London, WC1H 0AJ, UK 
Biomedical Peptides. Proteins & Nucleic Acids (1997), 
Volume Date 1996-1997, 2(3), 67-70 
CODEN: BPPAFS; ISSN: 13 53-8616 
Mayflower Worldwide 
Journal 
English 

AB Based on the CDR3 VH sequence of a monoclonal antibody (ASM2) raised 
against human epithelial cancer cells, the synthetic peptide 
ycarepptrtfaywg (EPPTl) has been found to have an appreciable affinity 
(Kd-20nM) for the deglycosylated mucin -derived peptide antigen 
YVTSAPDTRPAPGST (PDTRP) . The tachn.tiua- radiolabeled form of 
this peptide has been found to be a good tumor-imaging candidate for 
diagnosis of breast carcinoma. Several EPPTl peptide analogs were 
synthesized. A differential biostability was obtained blocking the end 
groups of EPPTl . The susceptibility to proteolytic degradation was 
significantly decreased for the C-amidated form of EPPTl than the 
N-acetylated form. Using resonant mirror biosensor technique, the EPPTl 
analogs were classified as active and non-active peptides according to 
their PDTRP-binding properties. The binding of EPPTl to PDTRP in free 
solution was also determined unambiguously by CD spectroscopy. CD 

spectra of both 

active and non-active peptides showed the presence of irregular 
conformations in H20 and SDS above cmc . In TFE. significant degree of 
ordered conformations of a-helix or p-turn type were induced 
but did not correlate well with their binding properties. In SDS below 
cmc a conformational difference was observed between the active and 
non-active peptides. The active peptides exhibited CD spectra of 
aggregation of p-strand type while the non-active showed CD spectra 
similar to those in H20 and SDS above cmc, critical micelle 

concentration A good 

correlation between the extended conformation of P-strand type and 
the binding affinity of the active peptides suggests this conformation as 
the binding feature of the EPPT tumor- imaging peptides. These data are 
vital for the design of novel EPPT analogs. Any modification to improve 
binding affinity must retain the ability of the peptides to adopt the 
extended conformation of P-strand type. 

REFERENCE COUNT: 14 THERE ARE 14 CITED REFERENCES AVAILABLE FOR 
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RECORD. ALL CITATIONS AVAILABLE IN THE RE 
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TITLE: 

INVENTOR (S) : 
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SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT : 
PATENT INFORMATION: 

PATENT NO. 



US S736122 

US 5443S1S 

US 5681S41 

US 5788960 

US 5811394 

US 5968476 

US 5997845 
PRIORITY APPLN . 



CAPLUS 



1998:214285 
128:292258 

T«chn«tiua-99m labeled peptides, and 
preparation thereof, for thrombus imaging 
Dean, Richard T. ; Lister-James, John 
Diatide, Inc., USA 

U.S.. IB pp., Cont . -in-part of U.S. 5,443,815. 
USXXAM 



Patent 
English 



KIND DATE 



19980407 
19950822 
19971028 
19980804 
19980922 
19991019 
19991207 



APPLICATION NO. 



US 1995 

US 1991 

US 1995- 

US 1995- 
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US 1995 

US 1997 

US 1991' 
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807062 
464456 
463052 
480551 
484773 
902367 
653012 
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US 1992-886052 
US 1994-264176 



DATE 
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19911127 
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19950605 
19950607 
19950607 
19970729 
Bl 19910208 

A2 19911127 

Bl 19920521 

Bl 19940622 



US 1995-480551 

US 1992-886752 

US 1992-893981 

US 1993-44825 

US 1994-263758 

US 1994-273274 

US 1995-439905 

US 1995-462668 

US 1995-469858. 



A2 19950607 

Bl 19920521 

A3 19920605 

Bl 19930408 

A3 19940622 

A3 19940711 

A3 19950512 

Bl 19950605 

A 19950606 



OTHER SOURCE (S): MARPAT 128:292258 

AB Radiolabeled peptides, and methods for producing such peptides, are 
disclosed. Specifically, the invention relates to specific-binding 
peptides, methods and kits for making such peptides, and methods for 

using 

such peptides labeled with techneti.ua- 99m via a 

radiolabel -binding moiety covalently linked to the peptide to image 

thrombus sites in a mammalian body. 
REFERENCE COUNT: 90 THERE ARE 90 CITED REFERENCES AVAILABLE FOR 
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1998:214283 CAPLUS 
128:280377 

Method for preparing radiolabeled peptides using 
protected polyaminocarboxylate ligands 
Srinivasan. Ananthachari 
USA 

U.S., 5 pp. 
CO DEN : USXXAM 
Patent 
English 



KIND DATE 



APPLICATION NO. 



US 1996-660262 
US 1996-660262 



19960607 
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DOCUMENT NUMBER: 
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SOURCE: 
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CAPLUS COPYRIGHT 2005 ACS on STN 
1998:190657 CAPLUS 
128:289380 

A new type of mixed- ligand complexes of 
tachnatl.ua (V) and rh«niua(V> with 
mercaptoacetyl glycine (MAGI) and coligands 



reactive groups 

Noll. B . ; Noll, S.; Jankowsky. 

Johannsen, B. 

Institute Bioinorganic Radiopha 
Research Center Rossendorf Inc. 
Germany 

ForschungB2entrum Rossendorf e.V. 



tical Chemistry, 
Dresden, D-01314. 



(Bericht) FZR 



US 5736120 A 19980 

PRIORITY APPLN. INFO. : 

OTHER SOURCE(S): CASREACT 128:280377; MARPAT 128:280377 

AB A method is provided for radiolabeling peptides using 

polyaminocarboxylate 

ligands having suitable protecting groups such that they can be added to 
peptides by standard solid phase or solution phase peptide synthetic 

chemical and 

can be deprotected using standard cleavage/deprotection reagents and 
produce 

Che peptide/chelate conjugate as a high purity monoaddn. product is 
provided. The cleaved and deprotected ligand-peptide mols. can then be 
labeled with lanthanide or actinide radionuclides. The protected 
polyaminocarboxylate ligands form mono-anhydrides or mono-active esters 
under solid phase or solution phase conditions and permit only the 
desired 

monoaddn. chelate-peptide conjugate to be formed. 
REFERENCE COUNT: 9 THERE ARE 9 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE 

FORMAT 



COD EN : FRBFEU 
DOCUMENT TYPE: Report 
LANGUAGE: English 

AB Mercaptoacetylglycine as a tridentate ligand forms a variety of 

mixed- ligand Tc and Re complexes with various monodentate ligands 
functional ized with a free mercapto or isonitrile group. Several 
complexes were synthesized, selected compds. were analyzed by EXAFS 
spectroscopy. Biol, relevant mols. being used as the monodentated ligand 
can be labeled with Te or Re. To label biomols. with free carboxylic or 
amino groups, they can be coupled with preformed Tc/Re complexes. A 
labeling of roolB. with halogen iB based on the substitution of the 

halogen 

by a complex. 
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ACCESSION NUMBER: 1997:74 9789 CAPLUS 

DOCUMENT NUMBER: 128:83565 

TITLE: Tacfanetiua coordination ability of 

cysteine-containing peptides: x-ray absorption 
spectroscopy of a 99Tc labeled endothelin derivative 

AUTHOR(S): Johannsen, B. ; Jankowsky, R. ; Noll, B. ; Spies, H.; 

Reich. T . ; Nitsche, H . ; Dinkelborg, L. M . ; Hilger, C. 
S . ; Semmler, W. 

Forschungszentrum Rossendorf e. v., Institut fur 
Bioanorganische und Radiopharmazeutische Chemie, 
Dresden, D-01314, Germany 

Applied Radiation and Isotopes (1997), 48(8), 
1045-1050 

CODEN: ARISEP; ISSN: 0969-8043 
Elsevier Science Ltd. 
Journal 
English 

The coordination mode of a 99Tc- labeled endothelin derivative, 
Asp-Gly-Gly-Cys-Gly-Cys-Phe- (D-Trp> -Leu-Asp-Ile-Ile-Trp, in solution was 
determined by x-ray absorption spectroscopy (XAS) . XAS anal, revealed 

that 

coordination of the (TcOl3+ core is restricted to the sequence 
-Cys-Gly-Cys- . The preferred coordination by the cysteinyl thiol group 
prevents involvement of any donor atom other than S thus forming purely 
S-coordinace 1:2 complexes. Two occurring 99Tc complex species with 
identical coordination spheres were identified and seem likely to 
represent parallel and antiparallel peptide chain orientation isomers. 

REFERENCE COUNT : 17 THERE ARE 17 CITED REFERENCES AVAILABLE FOR 
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1997:340700 CAPLUS 
126:305794 

Bifunctional sulf ide -containing sulfonamides of type 
S2NY for chelation of radioactive isotopes 
Dinkelborg, Ludger; Hilger, Chris toph Stephan; Kramp, 
Wolfgang; Platzek, Johannes; Raduechel, Bernd; Erber, 
Sebastian 

Institut fuer Diagnostikf orschung Gmbh an der Freien 
Universitaet Berlin, Germany 
Ger . Of fen. , 12 pp. 
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Patent 

German 



KIND DATE 
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APPLICATION NO. 
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W 19960919 



OTHER SOURCE (S) : MARPAT 126:305794 

AB Complexes of radioisotopes of Tc or Re and ligands 

R1SCR2R3 (CR4R5) nSCHR6CHR7S02NH (R8R9) mCOB (Rl - H, alkyl, or protecting 
group; R2-R9*- H, alkyl; n, m - 1, 2; B - OH, SH, NH2 or substituted 
amino) were prepared for use in radiodiagnosis and radiotherapy. Thus, 
N- (5-mercapto-3 -thiapentylsulfonyDglycine was prepared from glycine Me 
ester by reaction with chloroethanesulf onyl chloride, mercaptoethanol , 
CC14. and thiourea, followed by saponification The product was 

converted into the 

technetium -9 9m complex. 
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Bifunctional sulf ide -containing sulfonamides of type 
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CODEN: GWXXBX 

Patent 
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Preparation and antitumor activity of radioactive 
peptide complexes 

McBride. William; Dean, Richard T. 
Diatech, Inc.. USA 
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and ligands 
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groups. The product was converted into the t»chn«tiuin-99m 
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OTHER SOURCE(S): MARPAT 126:343883 

AB This invention relates to therapeutic reagents and peptides, 

radiodiagnostic reagents and peptides, and methods for producing label 
radiodiagnostic agents. Specifically, the invention relates to linear 
peptide derivs. and analogs of somatostatin, and embodiments of such 
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peptides radiolabeled with a radioisotope, as well as methods and kits 

for 

making, radiolabeling and using such peptides for radiodiagnostic and 
radiotherapeutic purposes. The invention specifically relates to linear 
peptide derivs. and analogs of somatostatin radiolabeled with 
t«chn«tiuxa-99m and uses thereof as scintigraphic imaging agents. 
The invention so specifically relates to liner peptide derivs. and 
analogs 

of somatostatin radiolabeled with cytotoxic radioisotopes such as 
rbani.un-186 and rhenium- 188 for use as radiotherapeutic 
agents. Methods and kits for making, radiolabeling and using such 
peptides diagnostically and therapeutically in a mammalian body are also 
provided . 



L17 ANSWER 33 OF 57 CAPLUS COPYRIGHT 2005 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



PATENT NO. 



1997:253847 CAPLUS 
126:235367 

Tumor -affinity peptide, and radioactive diagnostic 

therapeutic agents containing the peptide 
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Patent 

English 



DATE 
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APPLICATION NO. 
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19951031 
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OTHER SOURCE(S): MARPAT 126:235367 

AB Peptides having an amino acid sequence containing 20 or less amino acid 
residues, the amino acid sequence being described as XI - YCAREPPT-X2 (A, 

C, 

E, P. R, T, Y - amino acid residues expressed by standard one-letter 
symbols, 

each of A, C, R and Y in amino acid sequence YCAR may be either L or D ; 

XI 

• basic organic compound having 1-3 amino groups; X2 = any given amino 

acid 

sequence) , or salts thereof, are disclosed which have affinity with a 
tumor. Synthesis of peptides (sequences included) of the invention is 
described, as are e.g. biodistribution of 99mTc-labeled peptides and 
imaging of laryngeal cancer with a 99mTc-labeled peptide. 
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Radiolabeled somatostatin analogs in prostate cancer 
Thakur, M. L. ; Kolan. H. ; Li, J. ; wiaderkiewicz. R. ; 
Pallela. V. R. ; Duggaraju, R.; Schally, A. v. 
DEPARTMENT OP RADIOLOGY, THOMAS JEFFERSON UNIVERSITY 
HOSPITAL, PHILADELPHIA, PA, 19107, USA 
Nuclear Medicine and Biology (1997), 24(1), 105-113 
CODEN: NMBIEO; ISSN: 0883-2897 
Elsevier 
Journal 
Eng 1 i ah 

a somatostatin analog, was labeled with 99mTc by a 



L17 ANSWER 35 OF 57 CAPLUS COPYRIGHT 3005 ACS On STN 



direct method and aleo by using CPTA [l , 4 , 8 , 11- tetraazacyclotetradecane) 
as a bi functional chelating agent. The labeled compds. were evaluated in 
nude mice bearing exptl. human prostate cancers . In these studiee. 
lllln-DTPA-D-Phe-Octreotide (lllln-DTPA-octreotide) served as a standard 

9 9tnTc- oxytocin as a receptor-nonspecific control. 99mTc-octreotide was 
also used. The 24 h tumor uptake of 99mTc-RC- 160 was nearly 400% higher, 
(p < 0.05). than that of lllln-DTPA-octreotide and diminished upon 
receptor blocking. In all tissues except the kidneys, the uptake of 
99mTc-RC-160 was also higher than that of lllln-DTPA-octreotide. The 
uptake of 99mTc-RC-160 was influenced by the amount of peptide injected 

the best tumor/muscle and tumor/blood ratios were obtained when only one 
Mg of the peptide (200 Ci/mmol) was administered. 
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AB This invention relates to radiolabeled peptide compns. for 

radiopharmaceutical use and, more specifically, to radiolabeled peptides 
for diagnostic or therapeutic use having an unmodified carboxy terminal 
amino acid. The radiopharmaceutical composition may be used for 

targeting a ^ 

selected biol . site. The radiolabeled peptide is characterized by having 
its carboxy terminal amino acid in its carboxylic acid form and the 
peptide is coupled to a diagnostic or therapeutic radionuclide by a 
chelating agent. The radiopharmaceutical composition preferably 
comprises a 

radiolabeled peptide selected from the group consisting of somatostatin, 
an analog of somatostatin, a derivative of somatostatin and peptides 
capable 

of binding to the somatostatin receptor, where the peptide is coupled to 

a 

diagnostic or therapeutic radionuclide by a chelating agent has its 
carboxy terminal amino acid in its carboxylic acid form. 
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AB The synthesis of the title compound 

H-Hynic-D-Phe-cyclo(Cys-Phe-D-Trp-Lys- 

Thr-Cys) -Thr-OH (I) via (3+4) and (7+2) segment condensation, resp., with 
minimal protection of amino acid side chains is presented. The need to 
include the 6-hydrazinonicotinic acid into a complete peptide synthesis 
originates from the poor regioselectivity of Boc20 towards the amino 
groups of octreotide (II) and from the distinct chemical properties of 
N-hydroxysuccinimidates of 6-hydrazinonicotinic acid derivs. in general. 
The structure of I. suitable for the preparation of a [99mTc] -labeled 

metal 

complex was established by spectroscopic methods. The study is 
complemented by conformational considerations on the pharmacophore of I 
and II based on CD and 2D-NMR. 



OTHER SOURCE(S): MARPAT 126:131780 

AB Peptide derivs. of LH-RH that are capable of binding radionuclides are 
provided. The peptide derivs. are readily labeled with isotopes of 
rhaaiua or tachnstiun, while retaining their ability to 
tightly bind LH-RH receptors. Methods for preparing the labeled 

peptides and 

their use in methods of radiodiagnosis and radiotherapy are described. 

Thus, pGlu-His-Trp-Ser-Tyr-Lys (HSCH2CO-Gly-Cys) -Leu-Arg-Pro-Gly-NH2 was 

prepared by standard soldi -phase methods using 
9-f luorenylmethoxycarbonyl (Fmoc) 

chemical and radiolabeled with Na99mTc04 or Nal88Re04. Prepared 
radiolabeled 

LH-RH analogs were tested for receptor binding in vitro and also 
evaluated 

for biodistribution in mice. 
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AB The invention provides a metal chelate forming peptide having an amino 
acid sequence of three amino acid residues represented by: Xl-X2-Cys, 
wherein XI represents an amino acid residue other than Cye residue; X2 
represents an amino acid residue other than Cys residue and Pro residue; 
functional groups at the N-terminuB, C-terminus and side chain may be 
substituted with protecting groups; and each of the amino acid residues 
may be any of D-form and L-form. Further, the invention provides a 
complex of the peptide with a physiol . active peptide, protein or other 
substance; a labeled reagent obtained by labeling the peptide or the 
complex with a metal radionuclide; and a radiodiagnostic and 
radiotherapeutic composition comprising the metal radionuclide-labeled 

reagent . 

Chelate- forming peptides conjugated to a tumor- targeting peptide or an 
inflammation-targeting peptide were synthesized. The stability of the 
chelates was determined Tc99-labeled conjugates were used for 
radioimaging of 

tumors and inflammation in rats. 
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AB Kz-Ly- (Al)a(A2)b- <A3)c- (A4)d- {A5)e- (A6)e- (A7) f- (A8)g- (A9 ) j - < A10 ) k- (All)l- 
Ile-Ile-Trp-OH (a. b, c. d, e, f, g, h, j, k, 1 - 0-2; y, z - 0, 1 ; K • 
defined chelating group; Al-All - D- or L ■ ami no acid residues), were 
prepared Thus, H-Cys-Phe-D-Trp-Leu-Asp-Ile- I le-Trp-OH in DMF containing 

Et3N 

was treated with thiodiglycolic acid anhydride to give 39.5* 
N- (4-hydroxycarboxy-l-oxo-3-thiabut- 1-yl) -Cys -Phe-D-Trp-Leu-Asp- He -I le- 
Trp-OH. The latter in rabbits showed an enrichment factor 
(plaque : nonplaque) of 14:1. 
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AB A peptide having affinity with tumor or a 


salt 


thereof. 


which comprises 



an 

amino acid sequence containing 20 or less amino acid residues, said 
amino acid 

sequence being described as X1-YCAREPIT-X2 wherein A, C, E, P, R, T and Y 
represent amino acid residues expressed by standard one- letter symbols, 

each 

of amino acid residues A, C, R and Y in the amino acid sequence YCAR may 
be in either L-form of D-form, XI represents a basic organic compound 
having 

1-3 amino groups, and X2 represents any given amino acid sequence, is 
provided together with a radioactive diagnostic agent and a radioactive 
therapeutic agent containing the above peptide or a salt thereof. The 
present 

tumor affinity peptide is high in radioactive metal labeling yield, 
useful 

for imaging and treating pat hoi . tissues such as of breast cancer, 
ovarian 

cancer and colon cancer of mammals including human, and difficult to be 
readily metabolized in organisms and to accumulate in normal tissues 
especially 

at kidney and liver. In example, 14 peptides was synthesized, labeled 

with tachnatiua-99m, and tested for their biodistribution and 

use for detecting laryngeal cancer in nude mouse. Also a artificial 

tumor 

antigen, i.e. epitope VTSAPDTRPAPGST of mucin core protein, was 
synthesized, conjugated to albumin, and used to measure the affinity of 
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AB The invention relates to reagents useful in preparing radiolabeled 
diagnostic 

and therapeutic agents (radiopharmaceuticals) . Specifically, the 
invention provides such reagents that are monoamine, diamide, and 
thiol -containing metal chelators. Methods of making such reagents, and 
methods of using the radiopharmaceuticals produced therefrom are also 
provided . 
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AB Radiolabeled peptides and methods for producing them are disclosed. 

Specifically, the invention relates to peptides, methods, and kits for 
making the peptides, as well as methods for using such peptides to image 
sites in a mammalian body labeled with technetium- 99m via a 
radiolabel -binding moiety covalently attached to a specific binding 
peptide via an amino acid side-chain of the peptide. Peptide sequences 
are included. 
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INFO. : 






US 1994-236402 


A2 19940502 



This invention relates to radiolabeled scintigraphic imaging agents, and 
methods and reagents for producing such agents. Specifically, the 
invention relates to specific binding compds - , including peptides, that 
bind to a platelet receptor that is the platelet GPIIb/IIIa receptor, 
methods and kits for making such compds., and methods for using such 
compds. labeled with technetium- 99m via a covalently-linked 
radiolabel-binding moiety to image thrombi in a mammalian body. 



WO 199S-US5340 



W 19950501 



OTHER SOURCE<S): MARPAT 124:169544 

AB A scintigraphic imaging agent for imaging sites in a mammalian body 

comprises a specific binding compound of mol . weight <10,000 covalently 
linked 

to a radiolabel -complexing peptide R1COA1A2Z {Rl - Cl-4 alkyl. covalent 
linkage to specific binding compound; Al, A2 - amino acid not containing 

an SH 

group; Z - SH-containing group selected from Cys, homocysteine, 
isocysteine, 

penicillamine, HSCH2CH2NH2, HSCH2CH2CH2NH2 ; if Z contains a CO group, it 
is linked to OH, (substituted) amino, amino acid, or (cyclic) peptide] or 
YA2A1NHR2 (Y - Z above, linked (if any of 1st 4 compds.) to H. amino 
acid, - 

or (cyclic) peptide; Al, A2 as above; R2 - H, Cl-4 alkyl, covalent 
linkage 

to specific binding compound}. The radiolabel (e.g. 99mTc) -complexing 
moiety is covalently linked to the specific binding compound through Rl, 



R2, 



a sidechain group of Al or A2 , or the NH2 or C02H group of Cys, 
homocysteine, isocysteine. or penicillamine. These compds., owing to 
their low mol. weight, are not likely to be immunogenic and are cleared 
rapidly from the vasculature, allowing for rapid imaging and diagnosis. 
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The reagent may alternatively contain a polyvalent linking moiety 
covalently linked to multiple specific binding compda . and multiple 
radiolabel -complexing peptides. Thus, 99mTc- labeled HSCH2CO- 
GGGRALVDTLKFVTQAEGAK-NH2 was injected into rabbits which had been fed a 
cholesterol-rich diet for imaging of atherosclerotic plaques with a 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Reagents [I, II; L - (CR2)S, (OCR2)4. ( CR2 ) 2 NHCOCR2 , CR20CR2CONH, etc.; R 
- H, alkyl, cycloalkyl; RR * alkylidene; W = radiolabel binding moiety 
having a mol . weight of <500 daltons) , capable of binding to platelet 
glycoprotein Ilb/IIIa receptors and capable of inhibiting by 50* 
ADP-induced aggregation of human platelets in platelet - rich plasma at 
£1.0 MM, were prepared (no data). Claimed compds. include (III) 
and (IV) . 
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receptor binding moiety and a radiostable active moiety or an ST receptor 
binding moiety and a radioactive active moiety are disclosed. The ST 
receptor binding moiety can be any of 52 peptide portions of heat-stable 
toxins (E. coli ST la, ST lb, guanylin, etc.), and the active moiety can 
be various drugs (methotrexate, etoposide) , toxins (ricin A chain, 
.diphtheria toxin), or radionuclides (47Sc, 32P, etc.). Methods of 
treating an individual suspected of suffering from metastasized 

colorectal 

cancer are disclosed. Methods of radioimaging metastasized colorectal 
cancer cells are disclosed. In vitro methods, kits, and reagents are 
disclosed for detg . whether or not an individual has metastasized 
colorectal cancer cells, for detg. whether tumor cells are colorectal in 
origin, and for analyzing tissue BampleB from the colon tissue to 
evaluate 

the extent of metastasis of colorectal tumor cells. 



US 1994-305056 

WO 1994-US12232 

US 1995-468449 

US 1997-789270 

US 1998-46178 

US 1999-304193 



A 19940913 
W 19941026 
A3 19950606 
Al 19970128 
Al 19980323 
A3 19990503 



AB Conjugated compds. which comprise an heat -stable toxin (ST) receptor 
binding moiety and a radiostable active moiety are disclosed. 
Pharmaceutical compns. comprising conjugated compound which comprises an 
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atherosclerotic changes in rabbit aortas via autoradiog. 
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AB Complexes of ELKb with metal ions of atomic nos . 21-32, 37-39, 42-51, and 
57-83 (E - residue of endothelin, endothelin derivative, endothelin 
antagonist, etc.; L - bond, Z1RZ2 ; R » (0-, S-, CO-, NH- , alkylimino-, 
alkylirainocarbonyl-, NHCO- interrupted) (HO- or epoxy-substituted) alkyl; 
Zl, Z2 - O, S, C02. NHCSNH, CO, CSO, etc.; K - chelating residue; b - 
0,1), and radioiodoendothelin derivB . , were prepared for diagnosis of 
cardiovascular disease. Thus, s-benzoylthioacetyl -Gly-Gly-Gly-OH and 
N-hydroxysuccinimide in DMF at -15° were treated with DCC in DMF; 
the mixture was stirred 2 h at -5", 2 h at room temp, and then cooled 
to -15" and filtered. The filtrate was combined with 

H-Gly-Asp-His-Leu-Asp-Ile-Ile-Trp-OH and the mixture was stirred 20 h at 

room temperature to give 
S -benzoyl thioacetyl-Gly-Gly-Gly-Gly- Asp -His -Leu -Asp- Ile- 

Ile-Trp-OH. This was treated with a pertechnate solution in a citrate 
buffer 

to give 

S-benzoylthioacetyl -Gly-Gly-Gly-Gly-Asp-His-Leu-Asp- I le- I le-Trp-OH 

99m-Tc complex. 1231 -labeled endothelin 1 was prepared and used to image 
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AB Linear peptide derivs. and analogs of somatostatin radiolabeled with 
99taTC 

are useful as scintigraphic imaging agents. Linear peptide derivs. and 
analogs of somatostatin radiolabeled with cytotoxic radioisotopes such at 
186Re and 188Re are useful as radiotherapeutic agents. Methods and kits 
for making, radiolabeling, and using such peptides diagnostically and 
therapeutically in a mammal are provided. 



AB New tachnetiun and rhenium chelate compds. are 

disclosed, as well as a process for their preparation, 
radiopharmaceuticals 

containing these compds., conjugates of these cotnpds. with substances 

which 

selectively accumulate in diseased tissues, in particular peptides and 
proteins, as well as the preparation of compns. containing these compds. 
and their 

use in radiodiagnostic exarans. Thus, successive condensation of 
glycylglycylpropargylamide with acetylmercaptosuccinic anhydride followed 
by hexadecylamine produced N- (3 -hexadecylaminocarbonyl -2- 
acetylthiopropionyl ) glycylglycylpropargylamide, which was converted to a 
99mTc complex with Tc04 - . When injected i.v. into rabbits, this complex 
became localized in atherosclerotic plaques. 
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OTHER SOURCE(S): MARPAT 120:293143 

AB Peptide derivs. and analogs of somatostatin, and embodiments of such 

peptides labeled with 99mTc. 186Re, or 186Re are presented, as well as 
methods and kits for making, radiolabeling and using such peptides for 
imaging or therapy in a mammalian body. CH2 CO - FFWDKTFCCAcmGCAcmami de (I) 
was prepared by solid phase peptide synthesis and radiolabeled with 

99mTc. 

I inhibited binding of [12SI -Tyrl 1) somatostatin- 14 to AR42J rat 
pancreatic 

tumor cell membrane somatostatin receptors with a Ki - 0.16 nM. 
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binding moieties comprising said reagents, are described. In particular, 
the specific-binding peptides and Tc-99m binding moieties of these 
reagents are covalently linked to a polyvalent linker that is covalently 
linked to several of the specific-binding peptides, and the Tc-99m 

binding 

moieties are covalently linked to Beveral of the specific-binding 
peptides, the polyvalent linker moiety, or to both the specif ic -binding 
peptides and the polyvalent linker moiety. The Tc chelating moiety 
BAT-BM 

(N- [N* , N' -bis(2-maleimidoethyl)aminoethyl) ) -N6, N9-bis (2-methyl-2- 

triphenylmethylthiopropyl) -6 , 9-diazanonanamide was prepd. by the reaction 

of N9- (t-butoxycarbonyl) -N6.N9-bis (2-methyl-2-triphenylmethylthiopropyl) - 

6 , 9-diazanonanoic acid with N-hydroxy succinimide and tris- (2- 

aminoethyl) amine . The polyvalent linking moiety TMEA, 

tris (2-maleimidoethyl)amine, was synthesized by the reaction of 

tris (2 -aminoethyl) amine and N-carbomethoxymaleimide . Peptides for the 

reagents were prepd. by Fmoc chem . and conjugated with the linking moiety 

and the chelating moieties through reactive groups on the peptide. The 

use of one such peptide in the imaging of deep vein thrombosis of dogs is 

demonstrated. 
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A 19950606 



OTHER SOURCE (S) : MARPAT 120:239252 

AB Radiolabeled reagents, especially peptides with specific binding 
properties, and 

their preparation for uBe as scintigraphic imaging agents are described. 
Reagents, methods and kits for making labeled peptides, and methods for 
using them labeled with technetium- 99m (Tc-99m) via Tc-99o> 
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OTHER SOURCE(S): MAR PAT 120:239251 

AB Radiolabeled reagentB that are scintigraphic imaging agents for imaging 
siteo of thrombus formation in vivo, and methods for producing such 
reagents, are disclosed, specifically, the reagents comprise a specific 
binding compound, capable of binding to il component of a thrombus, 
covalently linked to a 99mTc-binding moiety. The invention provides 

these 

reagents, methods and kits for making such reagents, and methods for 

using 

such reagents labeled with tachaati.ua- 99m to image thrombus 
sites in a mammalian body. Deep vein thrombosis in a canine model was 
imaged using (CH2CO-D- Y - Ape -GDCGGCAcmGCAcmGGC- amide) 2- [BAT-BS] 
radiolabeled with 99mTc {i; Ape - L-S-(3-aminopropyl)Cys; Acm - 
acetaraidomethyl ; BAT-BS - N- (2-N, N-bis (2-succinimidoethyl) aminoethyl] - 
N6.N9-bis(2-mercapto-2-methylpropyl) -6. 9-diazanonanamide} . I inhibited 
the aggregation of human platelets in platelet-rich plasma with an IC50 



of 



0.081 nM. Preparation of radiolabeled peptides is described. 
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AB A method of 


intraoperatively detecting 


on locating tumor tissues in the 














WO 1993 


■US3687 


A 


19930419 


body of a w, 


arm-blooded living being comprises (1) parenterally 



OTHER SOURCE (S) : MARPAT 120:157686 

AB Radiolabeled peptides, and methods for producing such peptides, are 

disclosed. Specifically, the invention relates to peptides, methods, and 
kits for making such peptides, and methods for using such peptides to 
image sites in a mammalian body. The peptides are labeled with 
t«chnatiu»-99m (Tc-99m) via a radiolabel -binding moiety which 
forms a neutral complex with Tc-99n>. Preparation of chelators and 

labeled 

peptides is described, as is imaging of atherosclerotic plaques and of 
deep vein thrombosis using the peptides. 



administering a composition of a peptide compound (Markush included) 
labeled with 

a low-energy y photon- emitting radionuclide, in a quantity 
sufficient for detection by a y-detecting probe; (2) after the 
active substance is taken up by the tumor tissue and after blood 
clearance 

of radioactivity, using a radioimmunodetection technique in the relevant 
area of the body, using a y-detecting probe. The peptide may have 
neurokinin- 1 receptor affinity or somatostatin receptor affinity or may 

be 

a cytokine, growth factor or hormone or derivative or analog thereof. A 
method of radioguided surgery is also disclosed. Combined use of the 
prepns. of the invention for detection and therapy is described. 
Preparation 

of a DTPA-octreotide kit and labeling of the DTPA-octreotide with e.g. 
Tb-161 is described. 
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OTHER SOURCE(S): MAR PAT 120:49085 

AB Scintig. agents for imaging inflammation sites comprise a peptide 
covalently bound to 99mTc. The peptides are, e.g.. Cp(aa)Cp (Cp - 
protected cysteine; aa » amino acid) or ACZB (CR1R2 ) nX (A - H. C02H, 



R4, peptidyl NHOC, C02 peptidyl; B. X . 



SH, NHR3. NR3 peptidyl. R4 ; Z 



H, R4; Rl-4 - H, alkyl ; n - 0. 1. 2). The peptides bind specifically to 
leukocytes, preferably neutrophils. The peptides were prepared by 
solid-phase synthesis, as usual. 
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Radiolabeled peptides (3-10 amino acid units) containing the sequence 
Arg-Gly-Asp, such as Arg-Gly-Asp-Ser-Tyr (I) or Arg-Gly-Asp- Phe-Tyr , are 
thrombus, tumor, and eel 1 -adhesion-mol . markers, usable for in vivo 
diagnosis. I. v. administration of I -1231 (preparation given) to rabbits 

i 

exptl . thrombosis showed rapid radioactivity uptake by the thrombus. 
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AB Covalently-linked complexes (CLCs) for targeting a defined population of 

cells comprise a targeting protein (e.g. antibody, hormone, enzyme, 
etc.) , 

a cytotoxic agent (e.g. radionuclide, toxin, drug, etc.) an enhancing 
moiety capable of enhancing CLC- target cell interaction (e.g. a 
translocating/internalizing moiety, an anchoring peptide, 
membrane -soluble 

hydrophobic mol . , etc.). The CLCs are used to enhance in vivo 
cytotoxicity and imaging (no data) . Translocating peptide, 

Cys-Gly-Glu -Ala -Ala-Leu -Ala (Glu -Ala -Leu-Ala) 4 -Glu -Ala -Leu -Glu -Ala-Leu-Ala - 
Ala -NH2 , is conjugated via succinimidyl 

4 (N-maleimidemethyl)cyclohexane-l- 

carboxylate (SMCC) to reduced toxin A chain. The conjugate is reacted 
with iminothiolane to generate further thiol groups which are then bonded 
to reduced antibody to prepare translocating peptide-ricin A 

chain-antibody 
CLC. 
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L7 3930 S L6 

FILE 'REGISTRY' ENTERED AT 11:09:31 ON 24 JUN 2005 

L8 130 S TC/MF 

FILE 'CAPLUS' ENTERED AT 11:09:31 ON 24 JUN 2005 

L9 14192 S L8 

FILE 'REGISTRY' ENTERED AT 11:09:32 ON 24 JUN 2005 

L10 1 S 7440-15-5/RN 

FILE 'CAPLUS' ENTERED AT 11:09:32 ON 24 JUN 2005 

Lll 17078 S L10 

FILE 'REGISTRY' ENTERED AT 11:09:33 ON 24 JUN 2005 

L12 190 S RE/MF 

FILE 'CAPLUS' ENTERED AT 11:09:33 ON 24 JUN 2005 

L13 19984 S L12 

L14 145 S L5 AND (RHENIUM OR NSC 600662 OR L13 OR Lll OR TECHNETIUM OR 

L15 58 S L14 RAN=( / 2000) 

L16 6389 S SHARMA S?/AU 

L17 57 S L15 NOT L16 

FILE 'REGISTRY' ENTERED AT 11:11:28 ON 24 JUN 2005 

=> save 14 russel718/a 
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ANSWER SET L4 HAS BEEN SAVED AS • RUSSEL718/A' 
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=> d 14 que stat 
LI STR 



17 
S 



19 



©33 CH2i8^C^ 
13 14 15 I X C' 

O Gl O C 16 ! 1 



:ll I C .C 

N— C C— N C — C— N C C=0 23 V^** 21 

123456789 10 



22 



25 29 



@ 34CH^ 4 NH2 6 ^C X 3Q 

c c * c 



c c ,c 

28 27 ^ c' 31 

32 



VAR Gl=33/34 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 3 2 

STEREO ATTRIBUTES: NONE 
L2 STR 



36 
S 



19 

®33CH2i8^C. 
I 13 14 15 V C' 

C 350 Gl O ! ; 

I 'II I 'II C. .C 

N— C C— N C C— N— C C=0 23 21 



123456789 10 



25 29 



C 
22 



@ 34 CH2 24 NH 26 X, 3Q 



c c c 

28 27 ^ C '' 31 

32 



VAR Gl=33/34 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
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RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 32 

STEREO ATTRIBUTES: NONE 

L4 27919 SEA FILE=REGISTRY SSS FUL LI OR L2 

100.0% PROCESSED 138317 ITERATIONS 27919 ANSWERS 

SEARCH TIME: 00.00.02 



=> log y 

COST IN U.S. DOLLARS 



FULL ESTIMATED COST 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 
CA SUBSCRIBER PRICE 
STN INTERNATIONAL LOGOFF AT 11:11:53 ON 24 JUN 2005 



SINCE FILE 
ENTRY 
0 .43 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
441.86 

TOTAL 
SESSION 
-41.61 
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